In a previous study, we showed that electroacupuncture (EA) applied to the SI-6 point on the contralateral forelimb produces long-lasting and powerful analgesia in pain caused by ankle sprain in a rat model. To investigate the underlying mechanism of EA analgesia, the present study tested the effects of various antagonists on known endogenous analgesic systems in this model. Ankle sprain was induced in anesthetized rats by overextending their right ankle with repeated forceful plantar flexion and inversion of the foot. When rats developed pain behaviors (a reduction in weight-bearing of the affected hind limb), EA was applied to the SI-6 point on the contralateral forelimb for 30 min under halothane anesthesia. EA significantly improved the weight-bearing capacity of the affected hind limb for 2 h, suggesting an analgesic effect. The a-adrenoceptor antagonist phentolamine (2 mg/kg, i.p. or 30 lg, i.t.) completely blocked the EA-induced analgesia, whereas naloxone (1 mg/kg, i.p.) failed to block the effect. These results suggest that EA-induced analgesia is mediated by a-adrenoceptor mechanisms. Further experiments showed that intrathecal administration of yohimbine, an a 2 -adrenergic antagonist, reduced the EA-induced analgesia in a dose-dependent manner, whereas terazosin, an a 1 -adrenergic antagonist, did not produce any effect. These data suggest that the analgesic effect of EA in ankle sprain pain is, at least in part, mediated by spinal a 2 -adrenoceptor mechanisms. Ó
Introduction
The endogenous opioid system has received much attention as the key underlying mechanism of acupuncture analgesia (Han and Terenius, 1982; He, 1987; Han, 1993; Mayer, 2000) , ever since it was first demonstrated that the analgesic effect of acupuncture could be reversed by naloxone, an opioid antagonist (Pomeranz and Chiu, 1976; Mayer et al., 1977) . However, under certain circumstances, opioid antagonists have failed to reverse acupuncture-induced effects in rabbits (McLennan et al., 1977) , in rats (Das et al., 1984; Bossut et al., 1991; Kwon et al., 2001; Koo et al., 2002) , and in humans (Chapman et al., 1980 (Chapman et al., , 1983 . Therefore, the mechanism of acupuncture analgesia is still unclear. The contradictory findings on the actions of naloxone on the effects of acupuncture suggest that multiple biological mechanisms are involved and that different conditions may trigger different mechanisms. In fact, besides endogenous opioids, monoaminergic neurotransmitters may play an additional role in acupuncture 
